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Photosensitization by chlorpromazine 
Cohen, Irvin M. ; Nash, Joe B. 

Psychiat. Research Repts . (1955), No. 1, 11-13 

Journal 

Unavailable 

Research was undertaken to ascertain whether or not chlorpromazine 
or its one known metabolite, the sulfoxide of chlorpromazine, 
induces photosensitization in humans on topical application, or 
if systemic absorption is required. Aqueous solns . containing 1% 
chlorpromazine and 1% chlorpromazine sulfoxide were applied to a small 
area of the skin, allowed to dry, and then exposed to sun lamp radiation. 
The erythema produced 5-6 hrs . after irradiation in the control area was 
at least equal to and more frequently was greater than that of the treated 
site in all patients. 
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AB A review with 4 ref s . on controlled-release self-adhesive delivery systems 
for drugs based on biocompatible polyurethane elastomers (ChromoFilm) for 
transdermal and topical administration. 
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AB A method for reducing coronary artery reactivity. A predetd. amount of 
natural progesterone is provided by a convenient and pleasant delivery 
system to the blood stream, sufficient to reduce the likelihood of 
coronary vasospasm and myocardial ischemia. The progesterone 
may be provided either by topical application to the epidermis 
of a cream in which the progesterone is dissolved or by patch 
technol., so as to provide continuous delivery and thereby maintain the 
level of progesterone in the blood stream at least about 1 ng 
per mL. Kits for dispensing the topical progesterone 

are also claimed. A method is also claimed for screening for compds . that 
can inhibit coronary vasospasm by testing them in exptl . animals, 
preferably rhesus monkeys, that have been treated with vasoconstrictive 
agents that invoke a coronary spasm; the vasoconstrictive agents are 
preferably serotonin and U46619. 
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AB Topically occurring microbial growth is inhibited by applying a topical 

composition comprising a sphingoid base. Specifically, said sphingoid base is 
effectively formulated in combination with a surfactant. Antibacterial 
activity of sphingosine (I) against Staphylococcus aureus and 
Corynebacterium xerosis showed that the amount of colony forming units 
decreased with an increasing concentration of I from 0.005-0.02%. An anti-acne 
skin cleansing lotion contained PPG-26 buteth-26 and PEG-40 hydrogenated 
castor oil 1, phytosphyngosine 0.2, bu 
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AB The tricyclic antidepressant, doxepin, is known to have HI and H2 

antihistaminic effects. Recently, 5% doxepin cream has been marketed in 

the U.S.A. for treatment of eczematous dermatoses. We investigated the 

effects of topical doxepin treatment on histamine-, 

substance P- and prostaglandin E2- (PGE2) induced responses in the skin of 

normal and atopic subjects. We compared the effects of topical 

doxepin with those of the oral antihistamine terfenadine. The 

weal volume and flare area responses to histamine were significantly 

reduced by treatment with topical doxepin or oral 

terfenadine in both normal and atopic subjects (P < 0.05). The mean +/- 
SEM percentage reduction in flare area for 10 micrograms/site of histamine 
in non-atopics and atopics was 48 + /- 8% and 60 +/- 17% with terfenadine, 
and 54 +/- 12% and 81 +/- 4% with topical doxepin, 

respectively. The mean percentage reduction in weal volume for the same 
dose of histamine in non-atopics and atopics was 70 +/- 9% and 63 +/- 16% 
with terfenadine, and 96 +/- 2% and 89 +/- 6% with topical 
doxepin, respectively. The flare but not the weal response to 
substance P was inhibited by both treatments in all subjects (P < 0.05) . 
The mean +/- SEM percentage reduction in flare area for 200 pmol/site of 
substance P in non-atopics and atopics was 53 +/- 10% and 73 +/- 4% with 
terfenadine, and 74 +/- 7% and 75 +/- 4% with topical 
doxepin, respectively. The cutaneous responses to PGE2 were not 
affected by either drug. The inhibitory effects of doxepin were as great 
as those of terfenadine, and doxepin had a significantly greater effect 
than terfenadine in inhibiting the weal response to histamine and flare 
response to substance P in normal volunteers (P < 0.05) . There was no 
significant difference between atopics and non-atopics in the percentage 
reduction of cutaneous responses by oral terfenadine or topical 
doxepin. Marked sedation occurred in three of the first 10 
subjects treated with topical doxepin, necessitating a 
reduction in dosage for the remaining six subjects. In summary, 
topical doxepin was as effective as, and sometimes more 

effective than, a standard dose of oral terfenadine in the inhibition of 
histamine- induced and axon-ref lex-mediated cutaneous responses. The 
marked sedative effect may limit its clinical use in some patients. 
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The melanin formation inhibitors contain pregnenolones I (Rl = 
Cl-18 carboxyl, OH, OS03H) . Pregnenolone (at 25 .mu.M) showed sianificant 
whitening effect on cultured HM3K0 cells (human skin melanoma 
cells) . Formulation examples of ointments, skin lotions, and cosmetic 
packs are given. 
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Niemann-Pick type C disease (NP-C) is an inherited neurovisceral, lipid 
storage disorder characterized by progressive neurodegeneration . Most 
cases of NP-C result from inactivating mutations of NPC1, a recently 
identified member of a family of genes encoding membrane-bound proteins 
contg. putative sterol sensing domains. by using a specific antipeptide 
antibody to human NPC1, the authors have here investigated the cellular 
and subcellular localization and regulation of NPC1. By light and 
electron microscopic immunocytochem. of monkey brain, NPC1 was expressed 
predominantly in perisynaptic astrocytic glial processes. At a 
subcellular level, NPC1 localized to vesicles with the morphol . 
characteristics of lysosomes and to sites near the plasma 

membrane. Anal, of the temporal and spatial pattern of neurodegeneration 
in the NP-C mouse, a spontaneous mutant model of human NP-C, by 
amino-cupric-silver staining, showed that the terminal fields of axons and 
dendrites are the earliest sites of degeneration that occur well before 
the appearance' of a neurol . phenotype. Western blots of cultured human 
fibroblasts and monkey brain homogenates revealed NPC1 as a 165-kDa 
protein. NPC1 levels in cultured fibroblasts were unchanged by incubation 
with low d. lipoproteins or oxysterols but were increased 2- to 3-fold by 
the drugs progesterone and U-18666A, which block cholesterol transport out 
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of lysosomes, and by the lysosomotropic agent NH4C1. 

These studies show that NPC1 in brain is predominantly a glial protein 
present in astrocytic processes closely assocd. with nerve terminals, the 
earliest site of degeneration in NP-C. Given the vesicular localization 
of NPC1 and its proposed role in mediating retroendocytic trafficking of 
cholesterol and other lysosomal cargo, these results suggest 
that disruption of NPCl-mediated vesicular trafficking in astrocytes may 
be linked to neuronal degeneration in NP-C . 
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To det. if neurochem. function might be impaired in cell models with 
altered cholesterol balance, we studied the effects of U18666A 
(3-.beta.-[ (2-diethyl-amino) ethoxy] androst-5-en-17-one) on intracellular 
cholesterol metab. in three human neuroblastoma cell lines (SK-N-SH, 
SK-N-MC, and SH-SY5Y) . U18666A (.ltoreq.0.2 .mu.g/mL) completely 
inhibited low d. lipoprotein ( LDL) -stimulated cholesterol esterif ication 
in SK-N-SH cells, while cholesterol esterif ication stimulated by 
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